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Methods and compositions for measuring 
biologically active and inactive natriuretic 
peptides and for improving their therapeutic 
potential 

Buechler, Kenneth F.; Whittaker, Michael 
Biosite Incorporated, USA 
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AB The present invention describes compns. and methods designed to 

determine the presence or amount of biol . active natriuretic peptides, 

or their fragments, in a sample. The degradation of natriuretic 

peptides is an ongoing process that may be a function of, inter 

alia, the elapsed time between onset of an event triggering natriuretic 

peptide release into the tissues and the time the sample is obtained or 

analyzed; the quantity of proteolytic enzymes present; etc. This degradation 

can produce circulating amts. of natriuretic peptides 

having reduced or lost biol. function. The present invention provides, 
inter alia, assays designed to accurately measure biol. active natriuretic 
peptides, and compns. to inhibit a previously unknown pathway for 
degradation of natriuretic peptides. 
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CAPLUS COPYRIGHT 2005 ACS on STN 
2002 : 405101 CAPLUS 
137:308521 

Longstanding atrial fibrillation causes depletion of 
atrial natriuretic peptide 

in patients with advanced congestive heart failure 
van den Berg, Maarten P.; Tjeerdsma, Geert; Jan de 
Kam, Pieter; Boomsma, Frans; Crijns, Harry J. G. M.; 
van Veldhuisen, Dirk J. 

Thorax Center, Department of Cardiology, University 
Hospital Groningen, Groningen, 9713 GZ, Neth. 
European Journal of Heart Failure (2002), 4(3), 
255-262 

CODEN: EJHFFS; ISSN: 1388-9842 
Elsevier Science Ltd. 
Journal 
English 

Background: Congestive heart failure (CHF) is characterized by 
neurohormonal activation, including increased plasma concns . of 
atrial natriuretic peptide (ANP) and 

N-terminal ANP (N-ANP) . Onset of atrial fibrillation (AF) further 
increases these peptides, but it may be hypothesized that 
concns . decrease during longstanding AF due to inherent atrial 
degeneration. Aim: We sought to investigate the relation between 
neurohormonal activation in patients with CHF and the duration of 
concomitant AF. Methods: The study group comprised 60 patients 
(age 70±8 yr) with advanced CHF due to left ventricular systolic 
dysfunction (left ventricular ejection fraction (LVEF) <0.35) and chronic 
AF (duration 21 (1-340) months). Plasma neurohormone concns. were 
measured, and multiple regression anal, was performed to identify their 



AUTHOR (S) 



CORPORATE SOURCE: 



SOURCE 



PUBLISHER: 
DOCUMENT TYPE 
LANGUAGE : 
AB 



clin. predictors. Results: Median plasma neurohormone concns . were: ANP 
113 pmol/1, N-ANP 1187 pmol/1, norepinephrine 496 pg/mL, renin 127 
jaunits/1, aldosterone 128 pg/mL and endothelin 8.1 pg/mL. 
Norepinephrine, renin, aldosterone and endothelin were not significantly 
related to the duration of AF. In contrast, ANP decreased along with the 
duration of AF (P=0.03), while the same trend was observed for N-ANP 
(P=0.10). However, for these peptides a first order interaction 
with LVEF was present, which was not observed in the other neurohormones. In 
patients with LVEF >0.25 ANP and N-ANP increased along with the duration 
of AF, whereas in patients with LVEF^0.25 an inverse relation 
between ANP (P=0.02) and N-ANP (P=0.04) and the duration of AF was 
present, longer-standing AF being associated with lower concns. Conclusion: 
In patients with advanced CHF with low LVEF plasma ANP and N-ANP concns. 
decrease during longstanding AF. This finding agrees with the concept 
that longstanding AF leads to impaired ability of the atria to 
produce these neurohormones due to inherent degenerative changes. 
REFERENCE COUNT: 3 0 THERE ARE 3 0 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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2002 : 131506 CAPLUS 
136 :199041 

Non-endocrine animal host cells capable of expressing 
variant proinsulin and processing the same to form 
active, mature insulin and methods of 
culturing such cells 

Gorman, Cornelia M.; Groskreutz, Debyra J. 
Genentech, Inc., USA 

U.S., 65 pp., Cont . -in-part of Appl . No. 

PCT/US92/10621. 
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Patent 
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CA 1994-2155434 
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GB, GR, IE, IT, LU, 
EP 1994-909843 

GB, GR, IE, IT, LI, 
JP 1994-520124 
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EP 1993-900978 
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SE 



AB Provided are animal host cells not naturally capable of forming secretory 
granules and that produce active, mature insulin by expression 
of a variant proinsulin containing a non-naturally occurring cleavage site and 
enzymic cleavage of the non-naturally occurring cleavage site in the host 
cells. Further provided are methods of culturing such cells. 



REFERENCE COUNT: 
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2001:145197 CAPLUS 
134 :203411 

Recombinant secretory cells and their use in 
production of human insulin 

Newgard, Christopher B.; Halban, Philippe; Normington, 
Karl D. ; Clark, Samuel A.; Thigpen, Anice E.; Quaade, 
Christian; Kruse, Fred 

Board of Regents, the University of Texas System, USA; 
Betagene, Inc. 



SOURCE : 
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Cont . -in-part of U.S. 


Ser. No. 589, 
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DOCUMENT TYPE: 


Patent 
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PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


US 6194176 


Bl 


20010227 


US 1997-785271 


19970117 


US 6087129 
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US 1996-589028 


19960119 


CA 2246268 
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19970724 
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PRIORITY APPLN. INFO. : 






US 1996-589028 


A2 19960119 



AB The present invention a provides methods for production of 

heterologous polypeptides, especially insulin, using a variety of recombinant 
secretory cell lines, such as neuroendocrine cells and insulinomas. The 
common feature of these cell lines is the absence of expression of at 
least one endogenous polypeptide. The host cell machinery normally used 
to produce the endogenous polypeptide is then usurped for the 
purpose of making the heterologous polypeptide. Also described are 
methods for engineering cells for high-level expression and 
methods for large-scale protein production Thus, stable expression of 
the human insulin gene in rat insulinoma cells that have had the 
endogenous insulin gene insert ionally inactivated was demonstrated. These 
cells accurately processed the human proinsulin to insulin and secreted 
human insulin at the rate of 0.99 ug insulin/106 cells/h. The human 
cytomegalovirus immediate early promoter/ enhancer and human growth hormone 
polyadenylation signals were used to control proinsulin gene expression. 

REFERENCE COUNT: 236 THERE ARE 236 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 
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Methods for production of recombinant 

peptides with authentic amino termini 
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PCT Int. Appl., 44 pp. 
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Patent 
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